increased mortality and morbidity. Although genetic, socioeconomical and psychosomatic factors influence the development of obesity, it is the net result of a prolonged positive energy balance. Several single gene recessive mutations including the obese (ob) mutation cause obesity in genetic models (1) . Since (12) and this sexual dimorphism is also present in adolescent children (13) . In the eating disorders of anorexia nervosa and bulimia nervosa, leptin levels are not up-regulated but simply reflect changes related to BMI and probably body fat (14) . Hyperleptinemia in obesity is not accounted for by altered rates of leptin turnover and leptin clearance (15) . In an attempt to understand the mechanism of leptin resistance in obese subjects, Caro et (19) (20) (21) , apart from thyroid hormones and steroid hormones.
We measured circulating leptin levels in lean and obese subjects and obese subjects with non-insulindependent diabetes mellitus (NIMDD) during a 24-h period of normal daily routine (22 (19) , it is feasible that leptin-binding proteins could themselves be involved in the regulation of feeding behavior and energy metabolism. Alternatively, though a speculation, serum leptin bound to leptin-binding proteins, particularly to the soluble leptin receptor, might be involved in the transfer of leptin across the blood-brain barrier. As discussed earlier, human CSF leptin levels (0-1-0-8 ng/ml) are markedly lower compared with serum leptin levels (0-5-50ng/ml) (16, 17) . Unlike serum leptin levels which are four times higher in obese subjects, CSF leptin levels are increased by only 30%. The negative logarithmic relationship between the CSF/serum leptin ratio and BMI suggests that the transfer of serum leptin to CSF could be through a saturable transport mechanism with limited capacity. In this context, our studies of bound and free leptin in human subjects could signify a possible mechanism of the leptin delivery to CSF and/or brain. We have shown only a 50% increase in bound leptin in obese compared with lean subjects (6-0 ± 0-5 vs 4-0 ±0-5 ng/ml) (31) . Since only -10% of bound leptin is associated with soluble leptin receptors (31) , theoretically 0-6 ng/ml leptin in obese and 0·4 ng/ml leptin in lean subjects is circulating in association with soluble leptin receptors, the concentrations of which are comparable to CSF leptin in lean and obese subject, recognizing that mean BMI in CSF studies (16, 17) were also lower in obese groups. The negative logarithmic relationship between CSF/serum leptin and BMI (16, 17) is very similar to that observed between bound/total serum leptin and BMI (31) . However 
